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Kl Responsive to communlcation(sl filed on Jul 5, 2000 . 

Kl This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayie, 1935 CD. 11; 453 O.G. 213. 



A shortened statutory period for response to this action is set to expire 



month(s), or thirty days, whichever 



is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 
IS Claim(s) 1-20 



is/are pending in the application. 



Of the above, claim(s) 
□ Claim(s) 



K Claim(s) 1-20 

□ Claim(s) 

□ Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Qpproved 

□ The specification is objected to by the Examiner. 

□ The oath or declaration Is objected to by the Examiner. 



Qisapproved. 



Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d|. 

□ All □ Some* DNone of the CERTIFIED copies of the priority documents have been 

□ received, 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 

Attachment(s) 

H Notice of References Cited, PTO-892 

Kl Information Disclosure Statement(s), PTO-1449, Paper No(s). 9 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
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Application/Control Number: 09/121,798 
Art Unit: 1636 

DETAILED ACTION 

Response to Arguments 

1 . Amendments to the specification in Paper No. 1 1 , filed July 5, 2000 has overcome the 
rejection of claims 1 and 18 under 35 USC 1 12, second paragraph in the previous office action, 
and the rejection is withdrawn. 

2. Arguments with respect to the rejection of claims 1-20 under 35 USC 103 have been 
considered but are moot in view of the new ground(s) of rejection. 

3 . Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, TfflS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
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Double Patenting 

4 The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed 
Cir 1993)- In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F 2d 937 214 USPQ 761 (CCPA 1982); In re Vogel, All F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). . 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must folly comply with 37 
CFR 3.73(b). 
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5 Claims 17-19 are «iecud mder judicially ^ doctine of obviom-ess-we 
a„„Hepa.e„«nsa3bei„g>.pa».bleov«c,ain,sl-62ofU.S.Pa.e„.No.6,011,148.A>d,^^^ 

^ „„„ substan^a. diffe«nces between *e claimed invention and .ha, disclosed by US Pa.. No. 
« 011,148 is Ite nse of s..ic nuxers in .he plasmid isola.ion prior » fl-e use of ul.rafil«ion and 
or anion exchange cb«mau,graphy in a plasmid procedure « can be readily au.oma.ed. 

Claim Rejections - 35 USC § 103 

w « «f 1 T T r m(&) which forms the basis for all 
6. The following is a quotation of 35 U.b.L. lUJW wm 

obviousness rejections set forth in this Office action: 

\Lm 102 of this title, if the ^'^^^j^tJ^^^,^^^^^^^^^ the time the invention was made to a pe«on 

manner in which the invention was made. 

Clain« 1-17 are rejeced under 35 U.S.C. 103(a) as being unpa.enable over WO 
W02658 in view of US Pa. No. 5.837,529 and Maniafc T. (hod, of record). 

Ue claims are drawn, a n,ed,od for puri^g a. leas. ahou. ,00 mg. of plasmid DNA 

for phannaceudcal use by mixing dre DNA and an aWne lysing agen. in a s«ic mixer, dren 
.,aingaprecipiu«o„agen.inaseconds..cmixer,removin,*eprecipi..dcomponen.by 

.en^firgation, neu.rali.ng Ore soludon. a^ passing dre clarified so,u.i„n over an ion exchange 



7. 



column. 
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Art Unit: 1636 

WO 96/02658 taught (see especially the abstract and pages 4, 6 and 8-10 and the claims) 
a method for purifying at least about 100 mg. of plasmid DNA for pharmaceutical use by mixing 
the DNA and heat lysing of the cell mass, then adding a precipitation agent, removing the 
precipitated component by centrifugation, ultrafiltering the solution, and passing the clarified 

solution over an ion exchange column. 

WO 96/02658 did not teach the use of an alkaline lysis agent, neutralizing agent, nor 

Static mixers. 

us Pa. No. 5,837,529 taught (see the entire patent) the use of an alkaline lysis agent for 
preparation of plasmids with a neutralizing agent and statie mixers. 

Mamatis taught the equivalence of heat lysing of fte eell mass was equivalent to alWine 
lysis of the cell mass in a plasmid purification method. 

„ would have been obvious to one of ordinary skill in the art a. the time of filing of the 
i^t application to combine the method tor purifying at least about 100 mg. of plasmid DNA 
for pharmaceutical use by mixing the DNA and heat lysing of the ceU mass, then adding a 
pr^ipitation agent, removing the precipitated component by centrifugation, ultrafiltering fte 

use of an alkaline lysis agent for p«paration of plasmids with a neutralizing agent and static 
n^xers of US Pat No. 5,837.529 because US Pat No. 5,837,529 taught dtat the method of use of 
static mixers provided an advantage in dte large scale pharmaceutical producdon of plasmids 
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over other methods of mixing, and Maniatis taught the equivalence of heat lysis of WO 96/02658 
and the alkaline lysis of US Pat No. 5,837,529. 

One of ordinary skill in the art would have been motivated at the time of filing of the 
instant application to combine the method for purifying at least about 100 mg. of plasmid DNA 
for pharmaceutical use by mixing the DNA and heat lysing of the cell mass, then adding a 
precipitation agent, removing the precipitated component by centrifugation, ultrafiltering the 
solution, and passing the clarified solution over an ion exchange column of WO 96/02658 with 
the use of an alkaline lysis agent for preparation of plasmids with a neutralizing agent and static 
mixers of US Pat No. 5,837,529 because US Pat No. 5,837,529 taught at column 2, line 64, 
bridging to column 3, line 9 "[t]his invention is based upon the discovery that static mixers could 
be used to lyse cells containing plasmids, releasing the plasmids from the cells. The advantage of 
using such a device is that large volumes of cells can be gently and continuously lysed in-line 
using the static mixer and that other static mixers could be place in-line to accomplish other 
functions such as dilution and precipitation. This method greatly simplifies the process of 
isolating plasmids from large volumes of material such as plasmid DNA is not damaged by the 
process. Previous methods of plasmid isolation involving caustic lysing and precipitation, which 
involved expensive and specialized equipment, were not practical for large scale plasmid 
purification", and Maniatis taught the equivalence of heat lysis of WO 96/02658 and the alkaline 
lysis of US Pat No. 5,837,529. Further, a person of ordinary skill in the art would have had a 
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reasonable expectation of success in the producing the instant claimed invention given the 
teachings of WO 96/02658 with US Pat No. 5,837,529 and Maniatis, T. 

Response to Arguments 

8. Arguments set forth in Paper No. 1 1 assert that US Pat No. 5,837,529 fails to teach a 32 
element static mixer, not the (2) 24 element static mixer as claimed in claims 7 and 1 1 .. US Pat 
No. 5,837,529 taught at column 3, lines 33-36 "[s]uitable static mixers useful in the method of 
the present invention include any flow through device referred to in the art as a static or 
motionless mixer of length sufficient to allow the processes of the present invention." 

9. Claims 1 -20 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
96/02658 in view of US Pat No. 5,837,529 and Maniatis, T. above, and fiirther in view of US Pat 
No. 5,256,294 and US Pat No. 5,034,314. 

The claims are drawn to a method described above and for purifying a nucleic acid from a 
solution by ultrafiltering the solution through an ultrafilter comprising a gel layer which retains 
the nucleic acid, thereby purifying the nucleic acid. The ultrafilter may be in an open-channel, 

flat plate or hollow fiber device. 

WO 96/02658 in view of US Pat No. 5,837,529 and Maniatis, T. taught a method as 

described above. 

WO 96/02658 in view of US Pat No. 5,837,529 and Maniatis, T. did not teach purifying a 
nucleic acid from a solution by ultrafiltering the solution through an ultrafilter comprising a gel 
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layer which retains the nucleic acid, thereby purifying the nucleic acid. Tlie ultrafilter may be m 
open-channel, flat plate or hollow fiber device. 

US Pat No. 5,256,294 taught (see especially the abstract, columns 2-7, 10 and the 
amples) that a gel layer is inherent in all ultrafiltration processes. Also taught is that the 
process can be performed in dead ended, tangential flow (with or without screens) and hollow 



an 



ex 



fiber devices. 

us Pat No. 5,034,314 taught (see especially the abstract, summary and examples) 
practical ranges of operation of a tangential flow ultrafiltration device for purification of DNA. 

One of ordinary skill in the art would have been motivated at the time of filing to 
combine the method for purifying a nucleic acid from a solution by ultrafiltering the solution 
through an ultrafilter which retains the nucleic acid, thereby purifying the nucleic acid where.the 
ultrafilter may be in an open-chamiel, flat plate or hollow fiber device where the molecular 
weight cut-off of the membrane may be from about 50K to 500K daltons where the solution may 
be diafiltered in the ultrafilfration device where the nucleic acid may be a plasmid, and may be 
passed over an ion exchange resin and the purified nucleic acid may be in a pharmaceutical 
composition of WO 96/02658 with the teachings of US Pat No. 5,256.294 regarding the 
formation of a gel layer in an ultrafilter, or the variables of operation of an ultrafiltration device 
because US Pat No. 5,256,294 taught the theoretical knowledge of one of skill in the art when 
using an ultrafiltration device to filter DNA as recited at column 4, lines 36-37 "the polarized 
layer can never be completely eliminated", and then at lines 60-68 "[i]t is another object to 
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provide improved filtration processes, including ultrafiltration processes, for separating 
biological macromolecules such as proteins which processes minimize concentration polarization 
and do not increase flux. It is another object to provide a filtration process that can separate by 
size species that are less than ten-fold different in size". US Pat No. 5,034.3 14 imparts practical 
knowledge as to the various parameters which can be used to effect separation of nucleic acid 
species by ultrafiltration. Further, a person of ordinary skill in the art would have had a 
reasonable expectation of success in the producing the instant claimed invention given the 
teachings of WO 96/02658 in view of US Pat No. 5,837,529 and Maniatis, T. an further in view 
of US Pat No. 5,256,294 and US Pat No. 5,034,314. 

Response to Arguments 
10. ArgumentssetforthinPaperNo. 11 assert that US Pat No. 5,256,294 did not teach 
conditions suitable for plasmid purification, nor the use of open-chamiel devices. US Pat No. 
5,256,294 taught that a gel layer was an inherent element in all ultrafiltration, and at column 12 
describe open channel devices suitable for use in the method. US Pat No. 5,256,294 taught the 
use of ultrafiltration in the scheme of the method, US Pat No. 5,034,314 provided the well 
known suitable conditions for the practice of the method. 



Conclusion 



1 1 Applicant's amendment necessitated the new ground(s of ^f<^'2vp7m^^^^ 
Office ^on. Accordingly, THIS ACTION IS MADE F NAL. See MPEP § 70 W 
Applicant is reminded of the extension of time policy as set forth m 37 CFR 1 .136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 

fmal action. , . a_*ttvi£i/: 

Certain papers related to this application are welcomed to be submitted to Art Umt 1 636 
by facsimile transmission. The FAX numbers are (703) 3084242 and 305-3014. The faxing of 
such papers must conform with the notices published in the Official Gazette, 1 1 56 OG 61 
(November 16, 1993) and 1 157 OG 94 (December 28, 1993) (see 37 CFR 1 .6(d)). NOTE: If 
applicant does submit a paper by FAX, the original copy should be retained by the apphcant or 
applicant's representative, and the FAX receipt from your FAX machine is proof of delivery. NO 
DUPLICATE COPIES SHOULD BE SUBMITTED, so as to avoid the processing of duplicate 
papers in the Office. 

Any inquiry concerning this communication or earlier communications should be directed 
to Dr William Sandals whose telephone number is (703) 305-1982. The examiner normally can 
be reached Monday through Friday from 8:30 AM to 5:00 PM, EST. If attempts to reach the 
examiner by telephone are unsuccessfiil, the examiner's supervisor. Dr. George Elliott can be 
reached at (703) 308-4003. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group Receptionist, whose telephone number is (703) 308-0196. 

William Sandals, Ph.D. 
Examiner 

September 17, 2000 




ROBERTA. SCHWARTZMAN 
PRIMARY EXAMINER 



